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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: 1-30,37-42 (partially) 

Inveation 1: 

Sequence Identity Number 1, its use in a method for 
detecting a cancerous colon cell, its use in methods for 
identifying a cancerous colon cell, its use in a method for 
suppressing or inhibiting a cancerous phenotype of a 
cancerous cell, its use in a method of inhibiting tumor 
growth, its use in a method for assessing the tumor burden 
of a subject, its use in a method for identifying a gene 
product, its use in a method for identifying agents, its use 
as an insert contained in clone SK-1, SEQ. ID. 2 being 
encoded by it, a pharmaceutical composition comprising an 
active agent for modulation of expression of a gene 
comprising it, a pharmaceutical composition comprising an 
antisense polynucleotide for inhibition of production of a 
gene product encoding it, and an isolated cDNA obtained by 
the process of amplification using a polynucleotide 
comprising at least 15 contiguous nucleotides of it. 



2. Claims: 1-42 (partially) 
Invention 2: 

Sequence Identity Number 3, its use in a method for 
detecting a cancerous colon cell, its use in methods for 
identifying a cancerous colon cell, its use in a method for 
suppressing or inhibiting a cancerous phenotype of a 
cancerous cell, its use in a method of inhibiting tumor 
growth, its use in a method for assessing the tumor burden 
of a subject, its use in a method for identifying a gene 
product, its use in a method for identifying agents, its use 
as an insert contained in clone SK-2, SEQ. ID. 4 being 
encoded by it, an isolated polynucleotide comprising a 
nucleotide sequence having at least 90% sequence identity 
with it, an array comprising said oligonucleotide or an 
oligonucleotide having at least 90% sequence identity with 
it, a recombinant host cell containing it, an isolated 
polypeptide being encoded by it, an antibody specifically 
binding to said polypeptide, a pharmaceutical composition 
comprising an active agent for modulation of expression of a 
gene comprising it, a pharmaceutical composition comprising 
an antisense polynucleotide for inhibition of production of 
a gene product encoding it, and an isolated cDNA obtained by 
the process of amplification using a polynucleotide 
comprising at least 15 contiguous nucleotides of it. 



3. Claims: 1-42 (partially) 
Invention 3: 

Sequence Identity Number 5, its use in a method for 
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detecting a cancerous colon cell, its use in methods for 
identifying a cancerous colon cell, its use in a method for 
suppressing or inhibiting a cancerous phenotype of a 
cancerous cell, its use in a method of inhibiting tumor 
growth, tts use in a method for assessing the tumor burden 
of a subject, its use in a method for identifying a gene 
product, its use in a method for identifying agents, its use 
as an insert contained in clone SK-5, SEQ. ID. 6 being 
encoded by it, an isolated polynucleotide comprising a 
nucleotide sequence having at least 90% sequence identity 
with it, an array comprising said oligonucleotide or an 
oligonucleotide having at least 90% sequence identity with 
it, a recombinant host cell containing it, an isolated 
polypeptide being encoded by it, an antibody specifically 
binding to said polypeptide, a pharmaceutical composition 
comprising an active agent for modulation of expression of a 
gene comprising it, a pharmaceutical composition comprising 
an antisense polynucleotide for inhibition of production of 
a gene product encoding it, and an isolated cDNA obtained by 
the process of amplification using a polynucleotide 
comprising at least 15 contiguous nucleotides of it. 

4. Claims: 1-42 (partially) 

Invention 4 to Invention 12: 

Idem for invention 4 (SEQ. ID. No. 7/clone 1665 long/SEQ. 
ID. No. 8), invention 5 (SEQ. ID. No. 12/SK-8 full length), 
invention 6 (SEQ. ID. No. 15/Junc2), invention 7 (SEQ. ID 
No. 16/XD4/SEQ. ID. No. 17), invention 8 (SEQ. ID. No 
20/XD7/SEQ. ID. 21), invention 9 (SEQ. ID. No. 22/XD10/SEQ. 
ID. 23), invention 10 (SEQ. ID. No. 24/XD11/SEQ.ID.N0.25), 
invention 11 (SEQ. ID. No. 27/374641 short (XD6)/SEQ. ID. 
No. 28), invention 12 (SEQ. ID. No. 29/374641electronic); 

5. Claims: 1-38,40-42 (partially) 

Invention 13: 

Sequence Identity Number 9, its use in a method for 
detecting a cancerous colon cell, its use in methods for 
identifying a cancerous colon cell, its use in a method for 
suppressing or inhibiting a cancerous phenotype of a 
cancerous cell, its use in a method of inhibiting tumor 
growth, its use in a method for assessing the tumor burden 
of a subject, its use in a method for identifying a gene 
product, its use in a method for identifying agents, its use 
as an insert contained in clone 1665 short, SEQ. ID. 10 
being encoded by it, an isolated polynucleotide comprising a 
nucleotide sequence having at least 90% sequence identity 
with it, an array comprising said oligonucleotide or an 
oligonucleotide having at least 90% sequence identity with 
it, a recombinant host cell containing it, an isolated 
polypeptide being encoded by it, an antibody specifically 
binding to said polypeptide, a pharmaceutical composition 



A 



Form PCT/ISA/206 (extra sheet) (July 1992) 



page 2 of 5 



4 



INVITATION TO PAY ADDITIONAL FEES 



International application No. 
PCT/US 01/19313 



comprising an anti sense polynucleotide for inhibition of 
production of a gene product encoding it, and an isolated 
cDNA obtained by the process of amplification using a 
polynucleotide comprising at least 15 contiguous nucleotides 
of it. 



6. Claims: 1-37,40-42 (partially) 
Invention 14: 

Sequence Identity Number 11, its use in a method for 
detecting a cancerous colon cell, its use in methods for 
identifying a cancerous colon cell, its use in a method for 
suppressing or inhibiting a cancerous phenotype of a 
cancerous cell, its use in a method of inhibiting tumor 
growth, its use in a method for assessing the tumor burden 
of a subject, its use in a method for identifying a gene " 
product, its use in a method for identifying agents, its use 
as an insert contained in clone SK-8 partial, an isolated 
polynucleotide comprising a nucleotide sequence having at 
least 90% sequence identity with it, an array comprising 
said oligonucleotide or an oligonucleotide having at least 
90% sequence identity with it, a recombinant host cell 
containing it, an isolated polypeptide being encoded by it, 
an antibody specifically binding to said polypeptide, a 
pharmaceutical composition comprising an anti sense 
polynucleotide for inhibition of production of a gene 
product encoding it, and an isolated cDNA obtained by the 
process of amplification using a polynucleotide comprising 
at least 15 contiguous nucleotides of it. 



7. Claims: 1-30,37-42 (partially) 
Invention 15: 

Sequence Identity Number 13, its use in a method for 
detecting a cancerous colon cell, its use in methods for 
identifying a cancerous colon cell, its use in a method for 
suppressing or inhibiting a cancerous phenotype of a 
cancerous cell, its use in a method of inhibiting tumor 
growth, its use in a method for assessing the tumor burden 
of a subject, its use in a method for identifying a gene 
product, its use in a method for identifying agents, its use 
as an insert contained in clone SK-19, SEQ. ID. 14 being 
encoded by it, a pharmaceutical composition comprising an 
active agent for modulation of expression of a gene 
comprising it, a pharmaceutical composition comprising an 
antisense polynucleotide for inhibition of production of a 
gene product encoding it, and an isolated cDNA obtained by 
the process of amplification using a polynucleotide 
comprising at least 15 contiguous nucleotides of it. 



8. Claims: 1-30,37-42 (partially) 
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Invention 16: 

Sequence Identity Number 18, its use in a method for 
detecting a cancerous colon cell, its use in methods for 
identifying a cancerous colon cell, its use in a method for 
suppressing or Inhibiting a cancerous phenotype of a 
cancerous cell, its use in a method of inhibiting tumor 
growth, its use in a method for assessing the tumor burden 
of a subject, its use in a method for identifying a gene 
product, its use in a method for identifying agents, its use 
as an insert contained in clone XD-1, SEQ. ID. 19 being 
encoded by it, a pharmaceutical composition comprising an 
active agent for modulation of expression of a gene 
comprising it, a pharmaceutical composition comprising an 
antisense polynucleotide for inhibition of production of a 
gene product encoding it, and an isolated cDNA obtained by 
the process of amplification using a polynucleotide 
comprising at least 15 contiguous nucleotides of it. 



9. Claims: 1-30,37,39-42 (partially) 
Invention 17: 

Sequence Identity Number 26, its use in a method for 
detecting a cancerous colon cell, its use in methods for 
identifying a cancerous colon cell, its use in a method for 
suppressing or inhibiting a cancerous phenotype of a 
cancerous cell, its use in a method of inhibiting tumor 
growth, its use in a method for assessing the tumor burden 
of a subject, its use in a method for identifying a gene 
product, its use in a method for identifying agents, its use 
as an insert contained in clone 374641 long (Junc4), a 
pharmaceutical composition comprising an active agent for 
modulation of expression of a gene comprising it, a 
pharmaceutical composition comprising an antisense 
polynucleotide for inhibition of production of a gene 
product encoding it, and an isolated cDNA obtained by the 
process of amplification using a polynucleotide comprising 
at least 15 contiguous nucleotides of it. 



The common element of the present application and in particular of 
independent claims 1,6,9,12,13,14,18,21,22,27,31-33 are polynucleotides / 
genes that are differentially expressed in colon cancer. 
This common principle, namely polynucleotides / genes that are 
differentially expressed in colon cancer, is known from the prior art: 

W09933963 introduces an aspartyl protease gene termed CSP56 which is 
overexpressed in both highly metastatic colon and breast cancer c f 
page 6, first paragraph. In W00022130 on page 49 in table 1, novel 
differentially expressed metastatic marker polynucleotides are 
introduced, one of them being differentially expressed and upregulated in 
colon cancer, c.f. transcript number 316 / SEQ. ID. No. 56. In an article 
of Radinsky et al . , Clinical Cancer Research January 1995, the Epidermal 
Growth Factor Receptor is identified as being a marker / highly 
upregulated / overexpressed in metastatic human colon carcinoma cells 
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c.f. fig. l showing a northern blot analysis of cancerogenic versus 
normal tissue. Finally, Yeatman and Mao identify another 
differentially-expressed message associated with colon cancer liver 
metastasis, c.f. Nucleic Acids Research, 1995, Vol. 23, No. 19, pages 
4007-4008. 

Considering the above mentioned state of the art, the problem of the 
underlying application is the provision of additional, alternative 
nucleic add probes which, due to their differential regulation in colon 
cancer versus normal colon tissue, can be used as marker genes for the 
disease. 

Considering the above mentioned state of the art, the problem of the 
underlying application is the provision of alternative nucleic acids / 
polynucleotides that are differentially expressed and regulated in colon 
carcinoma cells versus normal cells. 

Since the solutions the applicant provides are mere alternatives to the 
state of the art, the common element of the underlying application is not 
new. Therefore every single nucleic acid sequence specificity it to be 
considered as a separate invention. According to Rule 13.1 PCT the 
subject of the invention is to be subdivided in 17 different inventions 
according to the sequence identity numbers claimed. Due to the lack of ' 
unity of invention, the different Inventions not belonging to the common 
concept will be treated as separate inventions according to Article 
17(3)(a) PCT. 

The subject matter of the first invention was searched. 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 206 



Continuation of Box 3. 
CTafms Nos.: 39-42 

Present claim 37 relates to an extremely large number of possible 
nucleotide sequences having the function of being an insert for clone 
bK-i in fact the claims contain so many options, variables, that a lack 
of clarity and conciseness within the meaning of Article 6 PCT arises to 
such an extent as to render a meaningful search of the claims impossible 
Consequently, the search has been carried out for those parts of the 

iEJlln'S 1 ?" * h l? h o° appear t0 be clear and concise, namely the sequence 
provided in table 2 on page 52 of the description, in other words SEQ 

1U. NO. 1. 

The same holds true for claim 38: here the applicant asks for "an 
cro ? Polynucleotide" comprising a sequence encoding a polypeptide of 
SS; e i ?£• Consequently, the search has been carried out for those 
parts of the application which do appear to be clear and concise, namely 

wSrds^SEQ^ID^N^'T 2 °" PaQ6 52 ° f the descr1 P t1on ' in ot her 

Present claim 39 relates to a product (pharmaceutical composition) 
defined by reference to a desirable characteristic or property namely to 
comprise an active agent for modulation of expression of a gene 
differentially expressed. An attempt is made to define the product by 
reference to a result to be achieved which 1s not allowable according to 
the meaning of Article 5 and Article 6 (PCT). This lack of clarity in the 
present case is such as to render a meaningful search impossible 
Consequently, the search has not been carried out. 

The same (desideratum claim) holds true for claims 40 and 42- the term 
an antisense polynucleotide for inhibition of production of a gene 
product" defines said antisense polynucleotide by the effect to be 
achieved and not by technical features. The term "isolated cDNA obtained 
by the process of amplification. . .at least 15 contiguous nucleotides " 
does not specify the cDNA. Furthermore relates to an extremely large'" 
number of possible 15-basepair-long-stretches of polynucleotides on a 
length of 564 basepairs. For claims 40-42 not search has been carried 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure 
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1 .The present communication is an Annex to the invitation to pay additional fees (Form PCT/ISA/206). It shows the 
results of the international search established on the parts of the international application which relate to the invention 
first mentioned in claims Nos.: 

OT ,see 'Invitation to .pay additional fees' 

2. This communication is not the international search report which will be established according to Article 18 and Rule 43. 

3. If the applicant does not pay any additional search fees, the information appearing in this communication will be 
considered as the result of the international search and will be included as such in the international search report. 

4.lf the applicant pays adcfi&onai fees, me international sean* report 
communication and the results of the international search on other parts of the international application for which such 
fees will have been paid. 
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Patent family members are listed in annex. 



• Special categories of cited documents : 

"A" document defining the general state of thearl which is not 
considered to be of particular relevance 

'E' earlier document but published on or after theintemational 
filing date 

'L' document which may throw doubts on priority caim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specif ied) 

O" document referring to an oral disclosure, use, exhibition or 
other means 

P' document published prior to the internationalfiling date but 
later than the priority date claimed 



T" later document published after theintemational filing date 
or priority date and not in conflict with theapplication but 
cited to understand the principle or theory underlying the 
invention 

'X' document of particular relevance; the claimed invent ion 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

■Y" document of particular relevance; the claimed invention 
cannot be considered to involve an inventive step when the 
document is combined with one or more othersuch docu- 
ments, such combination being obvious to aperson skilled 
in the art. 

document member of the same patent family 
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B. Problems solved by the invention 

C Advantages of the invention over what has been done before. 

Only additional single color advantages are discussed. 

1.) Advantages include use of two measurements on a sinole feature „ ♦ / 

an alterne,™ ye, mora st«~ alu " ' ,hreSh ° W " ** <° *• 

3. ) Can be easily integrated with Agilent feature extraction software 

4. ) Utilized ,n other platforms or bypass IP issues as it is a novel method. 

signal was biased as a result of a dye soot mlhZlZ7,T ? 3 '™ *" "* d ° M knmv if ,he "Nation 

an opportune to measure JIZZ^Z^^T^^ 0 '^ Asi '™« 
differentially labeled by Cy-3 or -5 in astafc^l 3 "* Cnanrail ' A oiven !am P"> «" be 

channel JL*. ^"J^^^J?T, P ° S ' "**« *" ^ ^ ™> ** 

of data acmss both the cDW n e ^372 ^tT' 03 ' in " >rmMi0 "' ,ea,Ure r8sp ° nse a " d ""I"" 
words, i, the intensities le tl Zn" "lid « C it t"™ !!" 3 *+ 
certain CV can be used as absolute intensity o 00 ^1 „, », 86 ** *"° * e nUmb9re 11 »**> • 

correlation and higher standard deS W h! » ! T " , ' enS "' K * noisy and will h«» poor 

combined in a sinole direct label RT«pn 1 *»a Points in the two channels. If the dyes were 

normal. sS^^T ^ T * * ™ k — « - low- 

one could combine the totaled p SuTa^J^T^ a ™° * nUClM,ide 0r * ect la0 *« 0,d,NA - 
determination obyia, J he nee Z a * ba ret™ ~ TT- T" ™" 3pPro3ch <" ^ ** "* 

«orm.w«emt^^^ 
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